16:45 




DEPARTMENT OF HEALTH & HUMAN SERVICES 



Public Health Service 



Food and Drug Administration 
9200 Corporate Boulevard 
Rockville MD 20856 



Mr. William J. Wood 
Director of Marketing and 

Development Medical Devices 
Kaneka America Corporation 
65 East 55th Street 
New York, New York 10022 



FEB 2 I 1996 



Re: P910018 

Liposorber* LA-15 System 
Filed: October 3, 1991 

3 ' Beceofcer 20 and 27, 1991; January 30, March 3, 12 

IT^Z ' 1993; JUnS 13 ' 22, and December 6, 1994- 

March 14, 15, 25, June 9, July 6, September 19. 28, 

October 2, 4. 6, 20, and December 15, 1995, and January 30, 1996 
Dear Mr. Wood: 

Ad^iSstraJon ^ Ra f lolo 9 ical *»alth (CDRH) of the Food and Drug 

dXsitv ^ • Lxposorber* LA-15 System. The device is a low 

C > 500 »./£: o'Z B ^ ° ^ cl >° 1 «"««l«»i<= iK-o^otes with lot- 

LM.-C * 3?0 ^/a" La ™ ?f ^p^oh-lMtwol^ hetero* yg ote. with 

with ojt-c - foo ! 5 " f "" ctlo " al "YPercholesterolercic het.rosygotes 

itn toi c « 200 mg/dl and aocumentea coronary heart disease. zygotes 

We^ootal^a^r'tL ^T^t™ "°'>» 1 " i — L0L-C 

coronary arterv di« aoo £ aiseaee (CHD j includes documentation of 

infarction ^ cor^narv artfT or * h ^ory of myocardial 

transluminal Coronar y arter y bypaeE surgery (CABG), percutaneous 

transluminal coronary angioplasty fPTCAi or =n fi fc . us 

procedure i (* r, j. p y <* rc A) or alternative revascularization 

within 10% of e^cJ^thL ind^, Peri ° d - the tW ° VaIues shoul <* 

eacn other, indicating a stable condition.) 

Although clinical benefit of LDL-C lowerino h a * k„= * 

diet, drug aad/or Eurgical iatervea ^rLxt SSiSrS"?* " CCVeral 
LIPOSORBER- ia-is sy6t e» were not d««ia»2 J« J studies u Siag the 

long-ter» clinical benefit of tZlTll \? DOt * ctabl «>> 

CULIU ot -acutely lowering UXL-C. 
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section SlSMwiwnwn^ ^ 1 ' under the authority of 

the safe "d If Active uee of th!^ ^ ^ determinad tha * tenure 
within the m ea"nf ^section 520^?"^ ^ L ° f ^ h °* restricted 

515(d) (l)(B)fiir ,lf ?™i { V UndSr thS authori ^y of section 

apply to 'the ^lini' TflllLTr th * "*»i««nt H that 

thisoraer and ""Hclar as H^T «° ™ Y ^ deviCe M a ^°™ d - 
actions S02 (q , Se act ' ^ etribUtl ° n ' ■*« not violate 

patients using^v!^ £££ ^"^'V?-*™*™* *tudy for all 
generated and Bu w^J Pa y ient data is to.be collected and a report 

a au^aS ^ ^S^VS • 7* T ™ 1S "include 

ii P i d and ch eraia ::;\^ 0 e r : t 8 ; r ; o r ^ id s "d r tality etati3tica - o £ 

and other ba B cli ne charSerStic7of , ! * Stati3tics » demographics 

annual report all ! registry patients. m addition to the 

after the^U^ e * ^J^V"^ " ^ 10 d ^ 

death. The mortalitv ^.k V Knowledge of information concerning the 

will include S patLntlnfo^tL^ ? * I?"""** ° n * and 
death is Elated l?uTe£l~£ d^ce" "SLST ^ ' th « 
events is necessary owincr to thP * • * re P° rtin 9 of such 

effectiveness data L epprov STTL^ avf^r 

upon request. Uithin 30 day. of publication «, available to the public 

FEDERAL REGISTER, any interest^ P™ llcatl °" °f ">« notice of approval i„ the 
requesting .„ opporclitv for alH T ™ y ' e * k r "' i ' u ot thia Vision by 

Federal rood, Drug, „d Cosmetic Act ^ letti ""^ 515,91 ° f the 

orjeT S^^^ 1 ^ - J^-W".-- ap^al 
these conditions io a violation of the a« <=o»pUan=e with 

oople. of all approved' labeling i^~.T Z,^ ^ "*«••'-» 
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e^cified re to d the m ^ S 8 -° Uld ^ 8ubraitt6d in triplicate, unle,„ 

PMA Document: Mail Center (HF2-401) 
Center for Devices ana Radiological Health 
Food and Drug Administration 
9200 Corporate Blvd. 
Rockville, Maryland 20850 

^.^L^^n^™:™* 9 thi * —* 



Sincerely yours, 




luean Alpert, Ph.D., M . 
Director 

Office of Device Evaluation 
Center for Devices and 
Radiological Health 

Enclosure 
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CONDITIONS OF APPROVAL 

APPROVED LABELING. As soon as possible, and before commercial 
distribution of your device, submit three copies of an amendment to 
this PMA submission wiLh copies of all approved labeling in final 
printed form to the PMA. Document Mail Center (HFZ-401) , Center for 
Devices and Radiological Health, Food and Drug Administration 
(FDA) , 9200 Corporate Blvd., Rockville, Maryland 20850. 

ADVERTISEMENT. No advertisement or other descriptive printed 
material issued by the applicant or private label distributor with 
respect to this device shall recommend or imply that the device may 
be used for any use tbat is not included in the FDA approved 
labeling for the device. If the FDA approval order has restricted 
the sale, distribution and use of the device to prescription use in 
accordance with 21 CFR 801.109 and specified that this restriction 
is being imposed in accordance with the provisions of section 
520(e) of the act under the authority of section 515(d) (1) (B) (ii) 
of the act, all advertisements and other descriptive printed 
material issued by the applicant or distributor with respect to the 
device shall include a brief statement of the intended uses of the 
device and relevant warnings, precautions, side effects and 
contraindications . 

PREMARKET APPROVAL APPLICATION (PMA) SUPPLEMENT . Before making any 
change affecting the safety or effectiveness of the device, submit 
a PMA supplement for review and approval by FDA unless the change 

iL° f a „ ty P e for which a "Special PMA Supplement -Changes Being 
Effected" is permitted under 21 CFR 814.39(d) or an alternate 
submission is permitted in accordance with 21 CFR 814.39(e) . A PMA 
supplement or alternate submission shall comply with applicable 
requirements under 21 CFR 814.39 of the final rule for Premarket 
Approval of Medical Devices. 

All situations which require a PMA supplement cannot be briefly 
summarized, please consult the PMA regulation for further guidance 
The guidance provided below is only for several key instances. 

A PMA supplement must be submitted when unanticipated adverse 
effects, increases in the incidence of anticipated adverse effects, 
or device failures necessitate a labeling, manufacturing or device 
modification. 

A PMA supplement must be submitted if the device is to be modified 
and the modified device should be subjected to animal or laboratory 
or clinical testing designed to determine if the modified device 
remains safe and effective. 
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REPORTING UNDER THE MEDICAL DEVICE REPORTING (MDR) REGULATION. The 
Medical Device Reporting (MDR) Regulation became effective on 
December 13, 1984, and requires that all manufacturers and 
importers of medical devices, including in vitro diagnostic 
devices, report to FDA whenever they receive or otherwise became 
aware of information that reasonably suggests that one of its 
marketed devices 

(1) may have caused or contributed to a death or serious 
injury or 

(2) has malfunctioned and that the device or any other device 
marketed by the manufacturer or importer would be likely 
to cause or contribute to a death or serious injury if 
the malfunction were to recur. 

The same events subject to reporting under the MDR Regulation may 
also be subject to the above "Adverse Reaction and Device Defect 
Reporting" requirements in the "Conditions of Approval" for this 
PMA. FDA has determined that such duplicative reporting is 
unnecessary. Whenever an event involving a device is subject to 
reporting under both the MDR Regulation and the "Conditions of 
Approval" for this PMA, .you shall submit the appropriate reports 
required by the MDR Regulation and identified with the PMA 
reference number to the following office: 

Division of Surveillance Systems (HFZ-531) 
Center for Devices and Radiological Health 
Food and Drug Administration 
1350 Piccard Drive, Room 240 
Rockville , Mary land 20850 
Telephone (301) 594-2735 

Events included in periodic reports to the PMA that have also been 
reported under the MDR Regulation must be so identified in the 
periodic report to the PMA to prevent duplicative entry into FDA 
information systems. 

Copies of the MDR Regulation and an FDA publication entitled "An 
Overview of the Medical Device Reporting Regulation, » are available 
by^written request to the address below or by telephoning 1-800- 
63 8 - 2 041 „ 

Division of Small Manufacturers Assistance (HFZ-220) 
Center for Devices and Radiological Health 
Food and Drug Administration 
5600 Fishers Lane 
Rockville, Maryland 20857 
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A " Special PMA Supplement - Changes Being Effected" is limited to 
the labeling, quality control and manufacturing process changes 
specified under 21 CFR 814.39(d)(2). It allows for the addition 
of, but not the replacement of previously approved, quality control 
specifications and test methods. These changes may be implemented 
before FDA approval upon acknowledgment by FDA that the submission 
is being processed as a "Special PMA Supplement - Changes Being 
Effected." This acknowledgment is in addition to that issued by 
the PMA Document Mail Center for all PMA supplements submitted. 
This procedure is not applicable to changes in device design, 
composition, specifications, circuitry, software or energy source. 

Alterna te submissions permitted under 21 CFR 814.39(e) apply to 
changes that otherwise require approval of a PMA supplement before 
implementation of the change and include the use of a 3 0 -day PMA 
supplement or annual postapproval report . FDA must have previously 
indicated in an advisory opinion to the affected industry or in 
correspondence with the applicant that the alternate submission is 
permitted for the change. Before such can occur, FDA and the PMA 
applicant (s) involved must agree upon any needed testing protocol, 
test results, reporting format, information to be reported, and the 
alternate submission to be used. 

POSTAPPR OVAL REPORTS . Continued approval of this PMA is contingent 
upon the submission of postapproval reports required under 21 CFR 
814.84 at intervale of l year from the date of approval of the 
original PMA. Postapproval reports for supplements approved under 
the original PMA, if applicable, are to be included in the next and 
subsequent annual reports for the original PMA unless specified 
otherwise in the approval order for the PMA supplement. Two copies 
identified as "Annual Report" and bearing the applicable PMA 
reference number are to be submitted to the PMA Document Mail 
Center (HFZ-401) , Center for Devices and Radiological Health, Food 
and Drug Administration, 9200 Corporate Blvd., Rockville, Maryland 
2085 0. The postapproval report shall indicate the beginning and 
ending date of the period covered by the report and shall include 
the following information required by 21 CFR 814.84: 

(1) Identification of changes described in 21 CFR 814.39(a) 
and changes required to be reported to FDA under 21 CFR 
814 .39 (b) . 

(2) Bibliography and summary of the following information not 
previously submitted as part of the PMA and that is known 
to or reasonably should be known to the applicant: 

(a) unpublished reports of data from any clinical 
investigations or nonclinical laboratory studies 
involving the device or related devices ("related" 
devices include devices which are the same or 
substantially similar to the applicant's device); and 
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(b) 



reports in the scientific literature concerning the 
device . 



If, after reviewing the bibliography and summary, FDA 
concludes that agency review of one or more of the above 
reports is required, the applicant shall submit two 
copies of each identified report when so notified by FDA. 

ADVERSE REACTION A ND DEVICE DEFECT REPORTING . As provided by 21 

CFR 814.32(a)(9), FDA has determined that in order to provide 
c ° nt j- nued reasonable assurance of the safety and effectiveness of 
the device, the applicant shall submit 3 copies of a written report 
identified, as applicable, as an " Adverse Reaction Report " or 
"Device Defect Report" to the PMA Document Mail Center (HFZ-401) 
Center for Devices and Radiological Health, Food and Drug 
Administration, 9200 Corporate Blvd., Rockville, Maryland 20850 
within 10 day s after the applicant receives or has knowledge of 
information concerning: 

(1) A mixup of the device or its labeling with another 
article . 



(2) 



Any adverse reaction, side effect, injury, toxicity, or 
sensitivity reaction that is attributable to the device 
and 



(b) 



(3) 



(a) has not been addressed by the device's labeling or 

has been addressed by the device's labeling, but is 
occurring with unexpected severity or frequency. 

Any significant chemical, physical or other change or 
deterioration in the device or any failure of the device 
to meet the specifications established in the approved 
PMA that could not cause or contribute to death or 
serious injury but are not correctable by adjustments or 
other maintenance procedures described in the approved 
labeling. The report shall include a discussion of the 
applicant's assessment of the change, deterioration or 
failure and any proposed or implemented corrective action 
by the applicant. When such events are correctable by 
adjustments or other maintenance procedures described in 
the approved labeling, all such events known to the 
applicant shall be included in the Annual Report 
described under "Postapproval Reports." above unless 
specified otherwise in the conditions of approval to this 
PMA. This postapproval report shall appropriately 
categorize these events and include the number of 
reported and otherwise known instances of each category 
during the reporting period. Additional information 
regarding the events discussed above shall be submitted 
by the applicant when determined by FDA to be necessary 
to provide continued reasonable assurance of the safety 
and effectiveness of the device for its intended use 
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